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Risks of Everyday Life -Drugs
Our community is reluctant to accept that occasional risks are bound to accompany the benefits obtained from drugs.
It is usually impossible to gain even semiquantitative measures of these risks. To achieve' this it would be necessary at least to be able to detect 'drug-associated injury', to measure its true incidence (there is as yet no way to estimate its prevalence), and to test the strength of association between drug taking and injury with the aim of learning how to prevent it. Using a fourfold table (Armitage 1971) and setting out the chances of having or not having an injury (P1 +P2), (P3+P4), or of taking or not taking a drug in association with that injury (P1, P2), it will be seen that two numerators for incidence are needed, P1 and P2, unless a drug causes a unique disease or pattern of disorder which is not mimicked in nature. Only in hospital can reliable numbers be entered in all four cells of the table, but hospital patients are highly selected minority groups. To measure relative risk even approximately it would be necessary to find P1P4/P2P3.
Clinical trials do not comprise enough subjects to be reliable sources of drug risk information (Vere 1970) . Huge numbers are sometimes needed to provide reliable estimates for the denominators of incidence (Sherlock & Mosteller 1967) . Drug risks cannot be anticipated fully before marketing, particularly the delayed immune reactions of the kinds seen with methyldopa and practolol, nor can teratogenesis or mutagenesis be studied adequately at present. Adverse reactions to drugs can be reported voluntarily, as in the British 'yellow card' system of the Committee on Safety of Medicines. Bias will then always be a problem, but can be reduced once its origins are understood. It may happen when patients are selected unwittingly with respect to their environment or their predisposition to disease (Finney 1971) .
For all these reasons measurement can only be comparative, and even this assumes a bias equivalence between compared groups which may not be reliable. Even so, some comparisons are given. At B the generalpractitioner agreed to withdraw diethylpropion (M); bethanidine now 30 mg/day so striking as to be effective stimuli to further enquiry or even action (Table 1) . If an apparent association is found between drug and injury it is still not easy to ascertain whether this is or is not causal. Bradford Hill (1965) listed criteria for suspecting a causal relationship, but they are seldom attained with adverse drug reaction reports. Exceptions are the graded relationship to aestrogen dose reported for thrombophlebitis and oral contraceptives (Inman et al. 1970 ) and the 'method of successive differences' (Hogben & Sim 1953) applied to the problem of post-anesthetic jaundice (Inman & Mushin 1974) . Even so, these analyses are not strictly scientific, except in the most general sense. They constitute an 'early warning' which may alert the community to suspected dangers long before formal scientific proof can be attained, and which can point the way to more rigorous research.
Examples of the difficulties of ascertaining the role of drugs in relation to a common clinical condition, hypertension, were shown at the meeting. These included mimicry of natural hypertension, apparently by a steroid c6ntraceptive, by the interaction between debrisoquine and an over-the-counter 'cold cure', phenylephrine, and by incompliance with therapy by a patient (Fig 1) . Drug interactions with environmental agents were also mentioned (Kolmodin et al. 1969) .
The difficulties of measurement can be summarized by a Venn diagram (Fig 2) , which is not intended to be quantitative. Because drug injury seems to be very common, there is an urgent need for better methods to investigate it.
Drug safety is a relative concept, an accordance with presently accepted but changing standards. areas are not more than semi-quantitative. A, cannot be detected or assessed: not notified; methods impracticable; methods unethical. B, individuals in whom method ofsuccessive differences can be tried. C, individuals in whom distinctive drug-induced lesions appear. D, cases among which statistically significant associations can be shown. E, successive difference method applicable to groups of cases. F, graded response can be shown in groups ofcases 11 8 I I These standards can be applied for the community, but not for individuals, whose occasional idiosyncrasies are never easy to predict. It is minimized drug hazard. Even without more reliable statistics it is likely that much could be achieved by the methods listed in Table 2 .
Dr R H Mole (MRC Radiobiology Unit, Harwell, Didcot, Oxfordshire, OXJJ ORD) Accepting Risks for Other People 'The generally accepted view is that a man has a right to risk his own health and safety; if this is so, presumably the duty of the employer and the industrial physician is to ensure that the employee is fully aware of the risks he is accepting' (Norman 1960) . This is an unqualified statement of an ideal applicable not simply to work, but also to leisure activity and manner of living: each man or woman fully informed of the possibilities for risk in what he or she is doing and making the conscious decision that for him or her the risk is worth the trade-off. But why, if so, do doctors ignore the ideal and try so much persuasion, for example when they see adults overeating or drinking to excess or smoking cigarettes? And why is there so much legislation to reduce the possibilities of people hurting themselves? It is, of course, impossible for any individual to be fully informed about all the risks he might run. Our society also expects to meet the consequences of an individual's risk-taking and might wish to economize on the costswidows and orphaned children are supported, the NHS takes free care of the injured, others are even -expected to risk their lives in mountain rescue teams or in police cars or ambulances on motorways. But underlying these reasoned arguments is a feeling we surely all have that people need to be, and should be, protected from themselves, adults as well as children. There are some kinds of risk and levels of risks we are not willing to accept for other people, even when they are mature and informed, and, correspondingly, th6re must be risks at some lower level which we do accept for others. Can anything. be said about the kind or level of risk which decides which of these two attitudes we adopt and whether our professional attitudes differ from those of the man in the street or of ourselves when outside a professional context? There is often a striking difference between the freedom we allow ourselves (including sometimes our families) and the more stringent limits we 'think ought to apply to other people. Leisure activities are often much more risky than occupations (Pochin 1974). We drive cars ourselves but expect a higher standard of safety as a passenger in some form of public transport. The accident death rate per year per 108 miles travelled in Great Britain 1965-69 was 1.6 for car drivers and about the same for car passengers, but eight-fold less, 0.21, for passengers in public service vehicles (PSV, buses and coaches) (Millard 1971) . In the USA passenger death rate per passenger mile is about two orders of magnitude higher for private aeroplanes than for scheduled air lines (National Safety Council 1974) . The greater safety of public, as compared with private, transport must be the result of imposing regulations on operating companies and their operatives more onerous than we accept for ourselves. One underlying reason may be personal attitudes to the fun of driving oneself or to drinking. However much these may affect what magistrates and juries decide in court when considering individual cases, they are not likely to affect in the same way the setting in committee of regulations for the safety of public transport.
